(43) mv^yj^MB 

2002 ^5 ^23 B (23.05.2002) 




PCX 



llllilli 



ilHi 




(10) m^.'Am^^ 

WO 02/40010 Al 



(51) m^^'^^m': A61K 31/198, 9/20, 

9/28, 47/10, 47/26, 47/38 // A61P 3/10 



PCT/JPOl/09292 



2001 ^10 ^23 a (23.10.2001) 



(21) mmihmm^: 

(22) SE^ttJJiQ: 

(25) mt&mmo'mmi 

(30) S5fe«7^-^: 
t# 112000-324374 

2000 ^10 ^ 24 0 (24.10.2000) JP 

(71) mmxr^m^f^<±x<D^^miz-Di^x):i^<Dm^ 

sC^tt (AJINOMOTO CO., INC.) [JP/JP]; =r 104-0031 
SMaS**ESSlTS 15#1-^ Tokyo (JP). 

(72) mm%;^^Xj^ 

(75) nB^m/ti^mx (^miz-Di^x 0)^)1 --gm^ 

(NINOMIYA, Nobutaka) [JP/JP]. ^fcif (MAKING, 
Cbisato) [JP/JP]. ^IJfc B3 (YABUKJ, Akira) [JP/JP]; 
t210^801 »Slill!!iiI|lt$rfjJl|<^Ki&;f^0Il-l I£fe(D^ 
ft^^tt EiierSSmrt Kanagawa (JP). 



(74) ftSA: ^(NAKAIVIURA, Minoru et al.): 

T 100-8355 ^SI»^ftfflKA0!>rt3Te3Sl^ 
Se;Hokyo (JP). 

(81) (Df^j: AE. AG, AL, AM, AT, AU, AZ, BA. BB, 

BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH. GM, HR, HU, 
ID, IL, IN, IS. JP. KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, 
NZ, PH, PL, FF, RO, RU, SD, SE, SG, SI, SK, SU TJ, TM, 
TR, TT, TZ, UA, UG. US, UZ. VN, YU, ZA, ZW. 

(84) fiSS (jKfi): ARIPO ^1^ (GH, GM, KE, LS, MW, 
MZ, SD, SL, SZ, TZ, UG, ZW), v74#|^ (AH 

AZ. BY, KG. KZ, MD, RU, TJ, TM), 3 — 
(AT, BE, CH, CY, DE. DK, ES, FI, FR, GB, GR, IE, IT, 
LU, MC, NL, PT, SE, TR). OAPI (BF, BJ, CF. CG. 
CI, CM, GA, GN, GQ, GW, ML. MR, NE, SN, TD, TG). 



(54) Title: NATEGLINIDE-CONTAINING HYDROPHILIC DRUG PREPARATIONS 



(54) ^Wa>«»: - K^*a*ttg||«S| 



12 




b. ..TmE ibi 

c. ..r»»ux or coNTAiuoivE vomnt 2 



d...TA83xr or Esutftru « 
•. ..ruLET or cxAiine j 

f. ..TKBWT OP COHPAMTIVC CUNnt 1 



fs| (57) Abstract: Hydrophilic drug preparations containing naieglinide B crystals usefiji as a hypoglycemic agent as the active ingre- 
O dicnt which comprise a hydrophilic substance selected from the group consisting of hydrophilic polymers, surfactants, sugars, sugar 
Q alcohols and sails, and thus have a contact angle of the preparation surface to water of 1 1 r or less. These preparaUons. which are 
^ quick release preparations having high elution properties, can be easily produced. 



wo 02/40010 Al 



(57) 5*5: 



wo 02/40010 



PCT/JPOl/09292 



mm 



^^tiTOS mm^lO-l 9 4 9 6 9 -^4^18)0 
-:&s Kliig^f-Jf^^^Wb (#^2 5 0 8 9 4 9^4^^X H^i^^ 

tZ^H. ±iB#i§¥ 10-194969 •#45j«fBi^®;5r&{c: J: ?) HMilg^S 

1 



wo 02/4001 0 PCT/JPO J/09292 

its 5JS-^?fe^)^ BM^^{±H^M^{zJt«^brj^Jc^i^^lSv^c^:^s3i3JBJbfco 
d ©^M§ * fc{c::^xy';-K©B Mi^s^ i ^-ca^ M^bot^l^ ^fif ^ 7t 

Tkt^mmMi^l 1 ll^tiTh^SiaictoMM^&^AnbTSi^Ktil-SCi: 

KM*«il£jiSl!^-5o ¥^±SE. n=3o 

2 



wo 02/40010 PCT/JPOl/09292 

m2lt. :f 7^ U - mm ^ \^'-i^J)^:^iz:km 5 Ltct^ (Dsmim^ 
T-&i»o ¥±a±SE^ n = 3o 
E13«i. 4 0°C, 7 5%RHs 6*^. TJ^^^^^^U^mizi^ld^mimn 

04(is 4 0°C, 7 5%REs 6:^^^ 7';i'^^'?>i'^^i^^{3i5{t-S^i£^J 1 

EI5tts 40-C, 75%RH^ 6 ;?7^. 7';i/^;l>;'^i^i^Bu{ciJ{t-5|IM^J 3 

^6H:s 4 0'C, 7 5%RH^ 6*^^ T)V^Ji^y!7U^'^tZ^\1rhmmm3 

EI7Jis 4 0''C, 7 5%RH^ 6;^7^x ^'^^#|gK:43(:^S||j(6^j4 

08 fix 4 0°C, 7 5%RHs 6:*^x 7';^^y^;'cJ^^^^^(c:j3{t§|©i6^4 

3 



wo 02/40010 PCT/JPOl/09292 



;b (SNS0 5 2/0 2 6 ; HAMI LTONtts T.y^yuyi.m. (^gO. 2 6 
mm^ ^mo. 5 2inm) ®^5S{cM7jc (MILLI-Q ; MILL I PORE 
it) 1 uKDmm^M^V. ^mnm^mm (0CA-15^;Data ph 
y s i c s:?±) izX fJ^iJ^Bic^ii^e Om#0gM^^a!l^-r-So ^^J^M 

ff 2 5 0 8 9 4 ^^m^^W&(D^'^\zM^(Dl3^-^'^m\^tc±y'^'^}- 

2 9~1 3 O-C-^feDs ^©l&*X^|alfr>''?^— X ^^TO;^^^ h;K 
D S C ^ ^ - h y:±iB<&^{Cf 3«J ^ tlT V^ -S o 

t 

^fcmiK (1 9 8 4). mmm • sr^^^, ''^Meij^^<4i^*f m^^m)i, m 

4 



wo 02/40010 PCT/JPOl/09292 

mmm ( 1 9 7 4)^ n^t^s^, ^m^mmitmj, m^fS ( 1 9 e e )^ mmmj^ • 

F'Uffl^H, r7 7^ >>Jr $ A# ( 1 9 8 2 )s #±f«* • ±ii» • ^^-i?, 

r ^M<b-^»ltSj, (1 9 9 0) ^^::fBtg^nT^^S;t^^3:^-e^« 

5 



wo 02/40010 PCT/JPOl/09292 

ix?)o ;i/ (^^Sl 0 0 0~2 0 0 0 0)> t K 

D^S/7'Pt:;M5^;H2;i/D--;^2 9 1 0^ t^;i/i^P u H>K9 
7kt0mmM1fi 1 1 1 SWT. b < (i 1 0 OjSOTx <tDiiftb<li90S 

6 



wo 02/40010 



PCT/JPO 1/09292 



:;^x^U::ih-B^^3 7 5g> x'>^h-;V2 6 2. 5 g> 6Mi^7j<'>-^^7 
5gW^D;^^tK>7 5 0g<&lSii«ff3gM (^'WXtf-K^:^-!^— 1 0 

^^Jl 5 0 0 g^#feo CLcD^jf^t h*DaF-i/7*pi^;M5^;i/-fe;i/D-;^8 gx 

,Kyx^^>i7i;:3-;i,6 0 0 0^1. 5g^ ^;i/i>2. 4g^ m^t^^>0. 
5 g&XfmU^87 . 6 gi>^tjt^:3-hm2 3 5 g^7.yu-VXZ3~hUl 

5 2 9 g^mtzo m^tirc:3- huomm^^mzvtctz^^ mMM\±8 im. 

X^-otzo B^v'UVl/S (gSI^^SOOml :§^5 0Is]ite) tXB^j^J^SEi^ 
S^2M*{3:fe{tS^aH4SMUfefc^5x 3 0^X1 0 0%(D^£tl^^^Nt 

II«60!I2 

i-y^^\)- Y Bmm 3 7 5 gs ?Ltt-7j<lat) 6 3 7.5 gStJ^iSBt^b H D 
:^^>7'Dli;i/-fe;i/n-:p^ (LH-3 1s SM-fb^xHM) 4 5 0 gSiSj^aifM 
(7W;^t;-K^>-y--l 0 JDS; 7D^>hj^||) (cT+i&icJlj^LTt 
MMzkl 0 2 0 g(c^MU;fet: KP^^^^-p i^;Hr;i/D-;;^ 1 5 g<^iD;t-C 

^jta^jiii^^fTofeo mhntzmm.^w&.\yxmM^n-Dfz^-. 7.=rrdym 

•^^^'y^h22. 5g^miPUTJTi*U iig7mmx fifil 2 Omg®:^-?^ 

i7u-h*B^^?£3 omg^^-r^i^^Ji 5 0 0 g^ntzo n^nfzm\<Dmm 
n^m^Xyfztz.^^ i^M^fii 1 ijSx-^ofeo s^7U';i/S (sSii^fg5oo 

7 



wo 02/40010 



PCT/JPOl/09292 



MMM 2 -am^ntcUM l 5 O O g * h K d :^lri^ tf;M ^ 
^>^0. SgSU^Mi^TKB 7. 6gi*e)^di^:3-hr*2 3 5gS;^rix-bT 

5 2 9g^^#^co mm 

KBM^ : 2 5 0 g. : 2 2 5 g. ^D;^^-tK 

> : 5 0 0 g^ h KD^S/:/Dt:;Hr;i/D— ;^ ; l 0 g^ ^ VMig-^^-eTg^ U 
fe^s U-^-ziy^^^^ (WP-9 0. iJ'-jJfX*) b l^j«;JE,ISjt3feSu: 

A : 1 5 g^^jDbTjT^U M&l 2 OmgOj^^J 1 0 0 0 g^ntz 
U-K : 3 Omg)o CO^J^t Kd^S/t'd t:;M5^;H:;i/D-;;^ : 8 g. 
•;x^l/>^U3-;i/6 0 00 : 1. 5gx : 2. 4 g> ^-fb^tJ? > : 0 . 

5gStmSi*8 7. 6 giP^«:S=i-h^*^^l^{C^U-Cti KP^i^T-D 

fc:;i//5^;i'-fe;i'P":^asi. SmgcD^i^icxru-UTa-h^/^Hfeo # 

e>tifc3- h^0g^M^tt7 5*-C-^-pfeo iMmH: 5 0 OmLx 

^5 0@fe) t3TM:^jisi^|i£M^B2.?S*{C:fe{j-§^m*^MUfei:C5 3 

:^5^^>''Jr:KBS^3 7 5g. «780. 8 g> n->^^_^321. 8 

8 



wo 02/40010 



PCT/JPOI/09292 



T^iJ^t;- KB^^$3 0mg^;tt^^^Jl 5 1 5g^#fco 



1 





HM^iJl 


m^j2 


Jti^^dl 


(° ) 


10 2* 


1 1 1 


1 1 5 




@ 


o 


X 



i; - Y Em^^m\>^xf\^m¥ 10-194969 ^&mmm<ommm 1 



wo 02/40010 PCT/JPOl/09292 

t*Pl:.T7mm0-9R2 r©^^ (M12 0mg) CO^^J^&ti Kd 

m'bnrz^Mtmm&i':x±0CmsiXs Auc^ imaxs SHifii«Hiii^Tiii^& 





AUC[/ig/mL-hr] 


Cimxl 11 g/mL] 


Tmax[hr] 




18.93 


8.76 


0.42 




20.36 


9.03 


0.50 




27.55 


11.23 " 


0.42 




17.43 


4.35 


0.75 





ft]Eiflllll^Ti|§Img/dLJ 




23 




21 




21 


mmmn 


14 



1 0 



wo 02/40010 PCT/JPOl/09292 



4 u^m^^i^n^m^mim. 



m\ 






40'C,751 6M 




%mm 3 ^^ij 


100 


95 




%mm 4 m\ 


99 


94 




m.m 1 i^^j 


100 


100 



* 



1 1 



wo 02/40010 PCT/JPOI/09292 



1. i-y^^'v^i^Bm^^^^M^tLx-^^t^MM-^^-ox. mmm^m 

2. mmrn^ i o o j^ott-$) ^m^m i tmo^y^ ^ u - h*^wii7jci4g^M 

3. mMMff 9 0 &i;xTx$> ^m^m i iBii©:^5"^* •; ^ i^^^mpmmMmmo 

5. *l7jctt0i^®*J. *l7Kt4*Uv- |^®TSm urns MT;brj-;i/;Ri51E 

1 2 



wo 02/400JO 



PCT/JPOl/09292 



SbI*^ 11 IB«©Mji:&^o 



wo 02/40010 



PCT/JPO 1/09292 




CM O 00 CO CVJ O 



1/8 



wo 02/40010 PCT/JPOl/09292 




oiooiooiooiooino 
T— ooo>o>oooor^r>coco 



2/8 



wo 02/40010 



PCT/JPOl/09292 



O 
O 



uluj/AUJ osa 



o 
o 



o 
o 

* 

o 

T 



o 

CM 
I 



O 
O 

O 
CO 

I 



o 
o 

lO 
CM 



CO 

d 

LL 



1 



o 
o 
o 




o 

m 

o 

o 

CM 



• O 

to Q. 

- E 



o 

» 

o 
o 



o 

m 

o 
in 



CM 

I 



o 
o 
o 

CO 

I 



o 
o 
o 

I 



o 

in 
I 



o 
o 

CD 

CC> 
I 



osa 

3/8 



wo 02/40010 



PCT/JPOl/09292 



uiiu/AUl osq 



o 
p 

LO 



O 
O 

o 



lO 

I 



o 
o 

o 

T 



o 
p 

LO 

T 



o 

LL 



_L 
o 
o 




T 



CM 



CM 
I 



I 



CO 

I 



osa 



4/8 



wo 02/40010 



PCT/JPOI/09292 




A*"osa 

5/8 



wo 02/40010 



PCT/JPOl/09292 




6/8 



wo 02/4001 0 PCT/JPOl/09292 



uiiu/AUj osa 

O CD O O O 

o o o O o 

lo o iri o Lo 

' T T 

1 \ 1 1 r 




A*^ osa 

7/8 



wo 02/40010 



PCT/JPOl/09292 



uluj/Auj osa 



o 
o 
o 



o 
o 
o 

o 



o 
o 

CSJ 

I 



o 
o 
o 

I 



CO 

I 



00 

g 

LL 




CM 
I 



CO 
I 



A*" osa 



8/8 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOl/09292 



CLASSIFICATION OF SUBJECT MATTER 

Int.Cl'' A61K31/198, 9/20, 9/28, 47/10, 47/26, 47/38 // A61P3/10 



According to International Patent Classification (PC) or to both national classification and IPC 

B. FIELDS SEARCHED ~ 
Minimum documentation searched (classification system followed by classiiication symbols) 

Int.Cl^ A61K31/198, 9/20, 9/28, 47/10, 47/26, 47/38 // A61P3/10 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS(STN) ,MEDIiINE(STN) ,EMBASE(STN) 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



EP 965339 Al (Ajinomoto Co. Inc.), 
22 December, 1999 (22.12.1999) 
& US 9143323 A & WO 98/22105 

& JP 10-194969 A 



1-16 



Al 



EP 526171 A2 (Ajinomoto Co. Inc.), 
03 February, 1993 (03.02.1993) 
& US 5463116 A & US 5488150 A 

& JP 5-208943 A 

JP 7-324101 A (Shin-Etsu Chemical Co., Ltd.), 
12 December, 1995 (12.12.1995) (Family: none) 



1-16 



JP 6-183955 A 
05 July, 1994 



(Nissan Chemical Industries, Ltd.), 
(05.07.1994) (Family: none) 



1-16 



1-16 



I 1 Further documents are listed in the continuation of Box C. Q See patent ISamily annex. 



"A" 



Uw H 



Special categories of cited documents: *T* 
document defining the general state of the cut which is not 
considered to be of particular relevance 

earlier document but published on or after the intemational filing "X" 
date 

document which may throw doubts on priority claiin(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the intemational filing date but later "&** 
than the priority date claimed 



later document pubb'shcd after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention caimot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevancy the claimed invention caimot be 
considered to involve an inventive step when the document is 
combmed with one or more other such documents, such 
combination being obvious to a person sirilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
07 January, 2002 (07.01.02) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Date of mailing of the international search report 
IS January, 2020 (15.01.02) 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



^ PCT/J PO 1/0 9 2 9 2 



Int.cr A61K31/198, 9/20, 9/28, 47/10, 47/26, 47/38 // A61P3/10 



asEirfifofcft/NfiSJpf (mmmn^m (i pc) ) 

Int.cr A61K31/198. 9/20, 9/28. 47/10, 47/26. 47/38 // A61P3/10 



ufcm-^7^-i5'-<-^ {"f-i^^-^^o^^, m^K&mi^fc^m) 



CAPLUS (STW . MEDLINE (STN) . EMBASE (STN) 



EF 965339 Al (AJINOMOTO CO. INC. ) 1999. 12. 22 

& US 9143323 A & WO 98/22105 Al & JP 10-194969 A 

EP 526171 A2 (AJINOMOTO CO. INC. ) 1993. 02. 03 
& US 5463116 A & US 5488150 A & JP 5-208943 A 

JP 7-324101 AdtM'fk^Xll^^^^t) 1995. 12. 12 



1-16 



1-16 



1-16 



TTj m^\mBx^9^Bm^:^^^*ifcxmxi>^x 

rxj w^m^<oh^XMx-i>oX^ ^mxm<o:^x^m 

TYj m:imi&(Dh^xmxh<>x. ^mxmti&oiu 
±<Dxmt<o. mm^\ct^xBmxh^&^\z 

r&j V h :7 T ^ y --:Jt^ 



0 7. 0 1. 0 2 



B^^H^ff/T (I SA/J P) 
0 0-8 9 1 5 



mm 



0 3-3 5 8 1-1 1 01 




4C 



9 4 5 5 



3 4 5 1 



«%S;PCT/I SA/2 10 mz^-^^) (19 9 8^7^) 



PCT/J PO 1/0 9 2 9 2 



JP 6-183955 ki^mit^HmW^^^) 1994.07.05 



1-16 



«5*;PCT/1 SA/2 1 0 m2^-'^(Oi^^;) (1 9 9 8^7^) 



